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Vt + ^^-i, /'J >, 4H- + /iJy>, ->>/iJ >, 7 £ 7 v > , * -f 7 U > , 4^ 
7 4^ -9" U > , 1 , 8 - 7 7 7 U 7 7 , 7 7 U 7 > , + 7 d > ck U' 1 , 2 - 7 7 b > 7 * 7 
7 ^ y € 7 ^ # ty 0 
[0015] 

7 , J-;l'Sfeli'\fD7 , J-;HH 1 m W. ic j: 19 ?J< * , nayy, c N , o H v SH, 

- ha, C O 2 R 6 , S 0 2 R 9 , OR 9 , S R 9 , S O R 9 , S 0 2 N R 1 " R 1 1 , 
C O N R 1 0 R 1 1 , N R ' 0 R ' 1 , N H S O z R 9 , N R 9 S 0 z R 9 , N R e CO 
2 R 6 , NHCOR 9 , N R 9 COR 9 , 7U-;K ^7a7'J-;b, C 2 -C 6 7^7 

- )\> , C 2 - C „ 7 ;U * - ;U , C 3 - C 7 7 7 a 7 ;I/ 7 ;F S ft tt C , _ B 7 ;1/ * ;U 5 ^ 40 
ilLTiliR^nSlfSJ-Xioa^Stci-DTH^nltgT-^O, if O 4 0©1(7 /Jiilc 

<k D ^ a 7 7 , C 3 - C 7 7 7 a 7 ;U * )l , OR 6 , N R 6 R 7 , S ( O ) n R 0 (ft ft L 
, n it 0 , 1 £ ft fi 2 T 25 3 ) , CONR 6 R 7 , NR 6 COR 7 , S0 2 NR 6 R 7 fc 
±tfNR 6 S0 2 R 7 *^34liLT31iR?n5 1««±cDB^at c koTttjt^tlT^?> 

o 

[0016] 

lAtt 1 {!J7±«SfSJH7£a't?6M0^7a^:KilT-&%^, £ fc ii 1 f@ JX ± (D 0 , 
N, SIf ^ttf 6 ,6-Sf;li6,5-l^ZiSST-ti^„ Sa4S©iti, 7J->' 
7 , 7J7/7, k° 7 7 7 , t° U 7" 7 7 , -Y 7 F - )V , 7 7 U 7 , 7 7 7 7 'J 7 , ^ 7 7 
7 5 7' 7 - ;K ^ 7 7 7 7 7 — ;b , ^ 7 7 7 7 7 , ^777777-7, ^ 7 7 7 7 7 x 50 
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y , 7 $ =7 V y 33 <fc tf * i- V v > ■ * £ t? 0 

[0017] 

* SB m ft CD £ §R [C 33 ^ T , 1f tc W 9 CD & H D , 7 )l * )l L < 7 71/ 7 - Jl S $ /i a 
M ft IS if <0 7 ;U + ;u fc L < « 7 7b 7 x 7b g|5 # a il 11 ft T' t # ft ft T* t <t ^ 0 

R V R 5 33 J; tf R 1 0 , R 1 1 iCO^TSILfCNrDSHB, g§ fO © -\ 7 n 31 % 
M. m L , 00 st a\ t ;U * U > , 7 -tf 7 >>' > , tf n U >>' > , tf ^ U > 33 £ tf tf ^ =7 7' y £ 



fc? £ L < a , XttC , _ „ 7 >l * 71/ $ fc a C , _ 4 7 ;!/ a * ^> T? & <0 , <fc 0 iff S L < a 
s x 7 ;l/ $ H ^ h * j/ T' fe 2 „ 

» S L < « > Y a 4c c £ £ . 

»*t<tt, Zli3iItJ:»)J:ffi£iOJ;aii:m«tiTV>S7i-A'T$5„ I 
± OllSltf if fi tllSo Z*f<TKOl,^TffJiail»iStt. * W ffl * (C 0IJ ^ L Tc H $ 
S^a*. £ 9 , C | _ 3 7iK;b, 7 7 7 33 J; tf S O 2 R 9 T~ & 3 0 S t> » 3: L ^ 
Z 7 x - ;V t? h 3 , S f; li S O , M e , SO, E t t l< li C N*6IK?n«f - 
OlftllCtoT 1 tft*ftT^5fr, lf;»S0 2 E t 6±0-7f ;Wa^T->*|«? 
4lT ^ S 7 x - /1/T'$ 5o 

# £ L < fct , R 1 33 cfc R 2 a J4 iz L T 7k X $ fc a C , _ 3 7 7U 4^ ;1/ T? & % „ J; 0 iff $ 

t < a , r 1 43 £ r>' r 2 a ft \c 7j< * t* £ 5 , $ /c a - 73 ?j< * -e , i^tf^f 



[0019] 

* rt m <d iff m^it^ m a : 

[ ( 5 - ^f;H£7x-;l/ - 2 - -r jV ) si- + ] m m ; 

( [ 5 - x -7 Jl - 4 ' - ( * f - ;U X ;l/ * - ;!/ ) tf 7 x x ;U - 2 - -Y ;U ] sj- + -> } S gfc ; 
{ [ 4 ' - (x ^ ;l/ X ;b ^ - ;U ) - 5 - * V + > tf 7 x - ;V - 2 - -r ;l/ ] si" * -> } ffi ; 
[[4-)DP-4'-(if;l/X;l/^;l/)-2',5--7^/Hl , l '-Di-;H-2 

[[4 , -(if^X;l/t-^)-2',5-y^f;Hl , 1 ' - tf 7 x x A, ] - 2 - ■< )\> ] ^ 4- f 

1 - w se ; 

2 - [ [ 3 ' - -> 7 7 - 5 - ^ 7 ;H 1 , 1 ' - tf 7 x x ;17| - 2 - Y 7b J * + •> I - ( 2 S ) - 7 
nMyl ; 

2-[[2'-7 7b?t-a-5 , --7 7/ -5-y7 7b[l ,1 - -lf7xX7l/]-2-Y7L']>i- + 
->]-(2 S)-7nA>| ; 

[ 0 0 2 0 ] 

*KWO*S«0{b^«lttfi«:Stt(*0 « H T* # ft L ff S 0 * fg ^ fi S ( I ) T f^tlS 
ft^ftOt^TCHil^WfeiOf^^Wlttft, 33 <k tf 7 -fe 5 f* t is is Z CD ?g £ t) ^& S 
#t5, 5i^lltt»33J;tf^cDig#^fe*%H^cD-M®^^fiSt-r5o 
[ 0 0 2 1 ] 

± IB S ( I ) O it £ % a IS £ ft tc ff tf L 5 «ft Sfefi*0»SifiJtt, !fSL< tt «„i tt 
baU, MX. IS, -f h V 7 A > *'JH, A 71/ 7 A , 7 71/ = x 7 A , U 7 7 A , V ^ % -> 
7A, Sfp\ ^7-tf'7>, ^ u wf u ti -< y s n>J>, i/x^y-;l7 = >, x77-7l/ 
75>, xf ;l/i/75y, F d ^ 5< S > S f; IJ 7a A 4" y 5 Ji' t ©fti, S 

a <\r i&q ^ , Mz. is* ikmm, m fk ?i< m m m . v >mm, mmm, 7^jimm, v u y > 

S , i'x>HiM, i/ i 7 K m , ^ ^ > x 71/ * > K ifi $ /c a p - h 71/ x > 7 71/ 

* > e m k e k m ^ l t# 5 0 
[0022] 

* % H/j © si m k 43 1/^ t , is « t tc a 'C i/y # it & 1* 33 a a * 3 a © -g &g it a , u m 
at ct d sit 5 ^ s * s ^ <o m 5 c t * e-ni^-r § 7- & 5 5 „ sf^t, ( 1 ) t* 
ssnsft^ttoni^ii, s « * is m -v , 1 o ± cd « a m <n ^ * * # vm# a . e m s 



[0018] 
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(DUM % kXfmUmte-O^Tli, rftMit^lC&tfZUm&J ( 'Protective Groups in 
Organic Chemistry', edited" by J.W.F. McOmie, Plenum Press ( 1 973) ) ft <£ X} r W « i$ 
$t tC ft If %> U M 31 J ( 'Protective Groups in Organic Synthesis', 3rd edition, T.W. 
Greene & P.G.M. Wuts, W i 1 ey- Int ersc ience ( 1 999) ) IC ? < X IE it 2 H X ^ %> 0 
[ 0 0 2 3 ] 

^(I)-e^*n5fb^«Bf4, S ( 1 1 ) : 
[ft 2 ] 



OH 




(II) 



t? ffs Z ft Z> ft & m t , S ( 1 1 1 ) : 

[ft 3 ] 

L-CR 1 R 2 C0 2 R 12 (III) 

(S f , R ! ft J; X} R 2 fi it ( 1) 7? <D £ m (D t ft <0 X h S , £ ft (i * CD m it * ft -e & 5 20 
; R 1 2 fi h $ a c , - c , o 7;V + ;Hf*5 ; S/i, l a fljj Ml S ?• £ 5 ) 

• fsinscoist^ 

• xxf ;HR 1 2 * » JS f S » £ in * fl- IS 

• x ;l< 7 KCX;l/*+^FS ft (4 x ;l/ * > "\ co fig ft 

[ 0 0 2 4 ] 

K JS D M F ft <^ CD ifi ii ft f£ * , $K*U7AftifcDSI$£ffl^ll*L»£o S S ft 
IS R ' 2 « >< f- !l , x ;l £ fc « ter t- 7 ;U ft if <D C , _ 6 7 ;1/ * ;!/ & X %> £ 0 ]§ ft 30 
LliADftJfOKIi, t 9 fc> , «URSfefi«*T»5o L tt $ , ffl *. fcf , h 'J 7 i 
:^*X70*itf7 V ^ A;l/t;>|->"if ft £ ( 1 1 ) t co ft S fS £ H 

[ 0 0 2 5 ] 

xxf/HR 1 2 cd in 7k ft Wi a n sc^aiaf), $J ^ &\ * f- /u ft £ xj x f- /i/ x x r 

;U % 7j< ft $ ft f- h 'J HTHTSl t , ft X U i er t - 7 ;U X X x ;U * h V 7 * V 

m m ft if © it r* m a t s c t ft if ^ j: o % m i m % „ 

[ 0 0 2 6 ] 

S(ii)i?^?n4{fc^isitt, 5S(iv)-e^?n«{b^«ii:iC(v)-es?n«<b^«ii:* 

ft^Af/'J^^EjSSMTKjSS*, ^^T?, R 1 3 Tttft V^li^lC, R 1 3 CD 40 
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[ft 4 ] 




X 



(IV) (V) 

(A + , X , Y fc ct Z « S ( I ) T* £D m CO t fc 0 T? 5 , £ fc it % © {i£ M M # ft T* £ 

5 ; r 1 3 liHSftiiisss ,! £ , Wl A tf , -^t > >v v h 5 ; l 1 a a ft «u ft ft: ti 

. S<til/ciih'J77-hT-$?. ; I/:, R 1 * fc i tf R 1 5 It H $ 14 C , - C a 7 
/I/ ^ /I/ S T 5 A\ JftiiR 1 ' tiiffR 1 5 # -f^ic^ot, f aKiO 1 IB W ± © c 
, - C :i 7 ;b * ;b K «t o T B ft S ft T ^ 5 5 ft S fc (4 6 H II * ffj $ L fl 5 ) „ 
[ 0 0 2 7 ] 

EJ5tt^**tf>fc2<£>aSi8:}88tF, [ 1 , 1 - if X ( >>* 7 x x * * X 7 -c / ) 7 x n -b 
> ] y ^ n n 7 y ^ A ft A 7 v ^ A tt i J; J; 7 7 (t t y ^ A S © i| J ^ | l\ 
tff S L < (* iK ST^ftL ff S o 
[ 0 0 2 8 ] 

[ft 5 ] 
X + -A 1 




(IV) 



(VI) (VII) 

* , X , Y it ^ ( I ) T* <o /£ IS © i: 9 V & 5 *>> , £ tt co ffi II If S| ft T & 5 ; R 1 
:i it S ( I v ) K £ m <D t fc D T* § ; Eli^^SfeliADyy^SS ; £ fc , M fi N a $ 
fc « L i & £<D£JgT?££) 

81 x. tf , r ' 3 Etf'ftlR 7"f ;b'Jf7A% fl| t> T * m ft 

( V 1 1 ) (x£ ff , M = L i )^$lLi§ 0 fefcliy'lf ;H-f -7 
* 7 & h U * ^ ;V & if <D * 7 £ x x x ;1/ 7? Jx JS ff ± $ ■£ S 0 

[ 0 0 2 9 ] 

s ( i v ) "c ^ t£ ft & ft m it $ fc , u: ( v 1 1 1 ) t* ^ * ft s ft £ a t a s a * 7 X x x f - >i 

, m X. H\ (I X )S f; tt (X ) t 7 •>"'7 A)ft!| A 7 7 'J > ^'C i 9 T ti fiia Lfl5„ 
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I it 6 1 
OR 1 





(IX) 




(X) 



(it X , Y «fc R ' a tt ± 12 /£ * © i: * *> T* £ 0 . GttAay'>JfdiMJ77- 
M* $ 5 ) 
[ 0 0 3 0 ] 

fti:a(XM)fgsn«ft^fti:oSjS;icj:^Tt 1 |!iU1l5„ 
[ft 7 ] 



OR 



13 



OR 



14 



Z-B 



OR 



15 



(XI) 



(XII) 



(it*, X , Y , Z , R ' 3 , L 



K 



S ( X I ) tj J; tf ( X 1 1 ) © f t H % tt ± 32 £ m i; 73 j£ «fc <? ig 0 ff 5 „ 
[ 0 0 3 l ] 

S ( 1 1 ) tc *$ ^ T Z = 'n f d 7 U - ;l/ T h 3 ft £ % a , H -u ftX (c j; D 1 1 L # § ; P it ff 
, it (X III)tD{b£«tt3£ (X I V XDit&VH t i£(X V )«ft^^ £ <D£^(C cfc D M# 5 



[ 0 0 3 2 ] 

X , Y i5 J; If R 1 3 « ± 12 £ « O i: *5 <0 T* * D , R ' 8 « it ( I ) T* CD £ « CD ft 9 Z ± 

©iiif $5*\ f ftii^ofsiiiftf $5„ s is t± x * y - ;u ft e (D m m , s ss 

TfcHJSL#«;$fe, it ( X V ) CD f t £ % m t £ S if £ , h >; <5 A x h * i/ F ft if CD 

m & * {$. m l n % „ 



[ft 8 ] 
OR 13 

4 



NMe 2 

Y" 

o 



NH 



H 2 N R 



OR' 




f if 



(XIV) 



(XV) 



(XIII) 



[ 0 0 3 3 ] 

R 1 6 # S - 7 ;l/ * ;!/ S T' & § if , d ft * 2? 5 D C M 4 , RT(ijg)T\ mcpba ft 
if CD U ft ffl t i 5 > X ;U * * -> K $ X ;!/ * > K M it T % C tKi DiSt^C t^t 

f 3 o 
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lit 9 1 



o 




XXX 



[ 0 0 3 4 ] 

± ta i m <v m ft a as m «r £ t* h t , a «\ suvo-cissns ft ^ * 

Hfc 1 0 ] 




X XX 



(XVI) (XVII) (XVIII) 

[ 0 0 3 5 ] 

sc(i)-e^*n«fb^»tt, a ( x v 1 1 1 ) t? s $ n 

5 ft £ ftl (S + , X , Y , R 1 , R 2 , R 1 2 . R 1 1 fc «t R ' 5 ti ± f E 5t g <D £ *5 
[ 0 0 3 6 ] 

S(XVIII)T?^Sn5{k'&«J»4^jSASfcttBK:«tDHifilx»5o 
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[ it 1 1 ] 




X 



[ 0 0 3 7 ] 

ftf\ mm*, m*.i£, dcm*, r t T*tkit**y v )v*m^xm^it%\tmm u 

^^T', hUxfwU75>ftif<DJfiS©:f?ftT, 3-*=?->l-3-**-b#>*2;-;l/ 
t££JttXXf /btU;„ Lfl^ + tJyiXr/^DCMif, —7 8 tft^L R T 
TE.7 v it*V m ■ ^lf/H-f;H«:Sffl^T0B0iXf;W;(£6t? D {g jg T* CD 
sec- 7 ;U U <7 A ft £ <o m £ K £ 5 IK 7° o b y it t , 'Jit ffi <*f»h 'J^f ;I/EJ; 
SSJGffiCi!), « ■ - » * f# T , 3Hv>?cn*HC 1 £ , 3fcfc*tt<fc-*-bD?A*ffi 



[ 0 0 3 8 ] 
[ft 1 2 ] 




X X 



[ 0 0 3 9 ] 

5£(IV)-e^£nSfl:£«Ki$*, R 1 3 = Bn ; R 1 4 ft <fc tf R ' 5 = H ) *S J: tf fcf * 
3 - ;V a s; x =f- A/ x - x ;l/ ft 2 © M Ml ft i§ 9t >f , RT?|»L, * 7 tt x X f ;b * ff S c 
i: T* t 5 o ^>> ; ;Htt»liLTA7->"')A-Kl*ffll\ R T T* * m it T 2> c t \z 



(13) 



JP 2006-522117 A 2006. 9. 28 



l/"> ~C , H C I $ fc i± h 'J 7 /I/ 4" a ft gg ft if <D 8! t 5Q. If b T , U H S £ It < 

o 

[ 0 0 4 0 ] 

£ 6 ft 5 ),3 ii tc 43 ^ T , * 56 B/3 « sC ( I ) T* £ ft 5 ft to , ^ © 7 n F 5 -y 7" , $ W 
tc If g L If £ it $ it $ K ft to <D , »*ttlffltift»Oia4i«t5, 

S ( I ) ? ^ 2 ft 5 ft 1% to E |g L T © g 14 , t) fc , C R Th2 f gft/gftot ^ 
a U - * - b LTOg14l:tL, P G I) ... 43 £ tf ^ © ft if jg to © ii ft L < It ft ffl » £ /$; 
tc «fc 0 S f t f 5 , £ ti 31 * iS c $ ft 5 t h 43 £ tf ft t. h f) to £ 43 tf 5 ffi • £ M © £a 
B ft ft £ fc« • fi hi cii') f§5„ % mtt • m&<D m it & T (D t & Q & % : 

[ 0 0 4 1 ] 

( 1 ) («f 95 H ) Bfl S 14 ^ 1 m J£ It J£i T © fc 43 »j : « jft x. (i\ gf 7 1/;^- tt 

i^ALU rtSltttffiilU ft H 14 »Bi & J: tfffiigWJSL t D fc^tMtt^/ctt^^tt^aCWi^ii' 

, js?6§y^ms /ia^jMjflfas)) ; ittiifii^i(coPD)wsjsttcoPD); % 

5 $ 2ft (Sf It I* 1 5 & ft if ) : M 14 , & SI ft * ifc $ tz it tl 14 * ifc (fl»J A 

, f£S$tt»2ft, <k«tt#5fe, &$14 UtottHsft, H14»^ x. tf, 

-7 ;l - 7 A 5ft , IS*£iiStt»ift43£tff$I!ttl*2ft), IS ft 14 II 3ft , ^*ffi147l^;l/*-14» 
*8Ptt#3tt(ffil*tf, tt«tt#2ft (tt $$043 <t tf ifa W tt S tt » ift ) ; #jj?y-7ffi 
; V)\,u<< K-->x ; JS£W43 J: tfHii^il ; SB W M $i ffi (fibroid lung) ; 14 UK 14 

W 2ft ; « 14 S « ; « 1£ « tt ; ^ffifcUBa-rs^, S/c«EM14(c|i%^n§tl14RS© 

MS ; 

[ 0 0 4 2 ] 

( 2 ) 43 £ l>' ffl fiU ) U «? v * «L «(!fttt, i^aftStt, lfll«SfEI®14#ffilHii?iE (ft it It 
If ^ s K*ttKHP3tti3J:tf7'l'*-}S4if), ^ - x -y h #! % -> x. - ? U > &mftt IB 
J: U' ^ # tt « fk ffi £ S t? M Si5 ift & ; 
[ 0 0 4 3 ] 

(3 )(si»43<t xsm)ttm. 7hfcf-ttj^«^, g«sttia)*^, ftu^is^tt^*^, isstt 
ii « , j$ /» » ^ « ti ao s , it 14 £ m m m , 7 k 7 m ^ . r « jw ^ a , ftnm*43j;tf#$ 

[ 0 0 4 4 ] 

(4)(iif)tu77^ft, ai^, umm^mmn. mmmmiz, ?n->m* «*tt 

^Mlft, ii«(tti§«ii ; SfWT»f*it fttoHJiz (0U*. fcf, fill*, 

43 i tf @ ^ ) ; 

[ 0 0 4 5 ] 

( 5 ) ( * ffi 43 <fc tf * ffi » H $ ) ft g $ tt £ ii 43 <£ tf * * Jm ( 7 ;U 7 v - ^ , ®5 « « 14 iJ 
^ ® <b S b *c <D m £?3 M Ws » 8 ^ i§ , ^ D -f"y 7 x ;b h - 7 n 7 9tff t * <D flfi co 7 U * 7 ^ S 
, HivMI(AiDSiS^K), f\ y =f- y y y m, ffimwmft&ffi%. u - 7 ■< - 
/h(***43itfHi{Btt«5«ftH), ^ 56 14 & Ri S (4 1 ' 7 7 a U - ffi ^ p , ti tt ffi 14 Si 
^56tt«SP»», ^^«14Si)tt$iP«lS), ttHSBS, CNSKiiC^fgttilftfi, tltt 

if ffi tt / m ita tt ik # M 2^ , 43 £ tf s. m tt m nm m n # ( m ^ ss^^ ffi 43 

itfyVA-h-^-hygif), Wtll^a(Sl^14?gliJtt 7 F^?ttt^, Xy-^yy-?y 

6 m m ft b ) , M * f# ffi « S¥ (/h ff^ 14 S 14 43 J: tf K # fij jft ft if ) , c N s n II , II H * 43 
± tf 56 ft ; 

[ 0 0 4 6 ] 

(6)(ftt©fi^43i0 ; '^#tt«*O77a-l,tt»MfilftfiE, tt^tt^S^^SM^CA I 

ds), k m tt 3s ft , ^#ttiB:«EttSft;«*¥«»ift, 1 §y m m m , 7 a - -t? ^ ig p 

, »S«14®K?ft, SSlgEffifgp, h i-Mtt i/V t4 ifa « M ^ tt »I #i . ffift* 
i'i . Klfll « 43 <t tf jd H , K , * ffi H fg (C 43 S m. Jfil 14 / ff m ffi. tt fl if , Iff 2ft ( 7 >l 3 - 7b 
tt , SI JM tt Iff 5ft 43 <fc tf fi tt 7 >T ;!/ 7 tt ) , * « f* B jft , W « 9 , lftH^443J:tf?0 
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[ 0 0 4 7 ] 

(7 )(ffi»£«K-J§ttKtS)0!l*.Hr, RK, t*K. fff«, tt, #«, &j*£ tifeli&tt& 
© & 14 *5 «t if « it }g «s £ fS ; 43±tf*tt»*M-»«±jR ; 

( s ) p g d 2 $ it a * <d <x m m % <d ± m- 1 it u ^ ^ a m m t & m s ; 

[ 0 0 4 8 ] 

( 1 ) (R? » W ) m S 14 M it & £ tt « T © ») : « A , 0IJ *. tt\ Mf5«l, 7 U ;l/ 4 s - 14 

us s . n a 14 « m , ^ a 14 .a , 3 id m a « m , ^ % gg « « & ( 7 x e y > *j <t y n s a 
1 d - m % tt ) *5 * # s g m jk cm k 14 & «t tf & «e 14 <o t © , fcitft^toisow, 
* © ffi - m iis iM « tt & jg h i: -r s t © * a s v z> ) ; 11 14. m m tt w m. kcopd); « g 
5^, m-p.it , m % 14 *j ct 0? » $ 1* a s ^ ^ & e ; mm ; jtis ; mm&mm& ■ 10 
^;i/3^K-'>x:«*iHij3j:tfiaji**:attffitt»*;waiai3S, mztf. m^nm 
m. it bm&. Vi % ft mn&mft, tfim^mmm^i: u m 14 « k s . 09 * tf m mtr x ^ ^ 

Jfil & 14 P* » , J: tf W ffl ill ffi fit ; M il © ffi 14 fc «fc tf # » 14 ffi i: HB a T 5 If ^ , J: 

tfgjsttfSosaH^^oa^ffitt ; * «a 14 a & j: tf ifii n -a is » n 14 * & * ^ & m a t? j; 

IS tl '14 » ^ ; »«ttJli*i(ttDLf»)**«j|^a5ttfcj;tf*SP147b;U^-tt»^ : U 

- 7° S ; -HftWftSiB^^t? It 14 <i> -< jV X m fk , is J: of 55 88 £ flts 14 7 4 ;l X , -f y 7 
;!/ x > -tf , 3Dt^*7>(S A R S * # tr ) & <t 7 7V * ;V X lc J: § JS % ffi ; 

[ 0 0 4 9 ] 

tt m © j£ / # 11 H5 m t m a -r s ^ t /c a ^ n * ^ ty m m ^ ; ?i gp ts xs m m tt # ^ , » «t 

tf IS « ^ S ffi « ; y)vfiiffi^fcj;tfxf^ ;b r« J6 Pt tt # td tt H US ffi , M A 

ar , a * tt m m & , <e * 14 n 0 ^ , s *s ft m m ft * <t y * » ft s » «t 14 n m & ; » im ^ tt 

m m ft is «fc tf , -fy7fit^>t7 hS«S¥*^ty*SS*ifco*<7)fteOjSiSftlWaHfl|Sg^ 
«fctf#»» ; fittfc«kll f 1!tt*SliSifgttitIt&, Wilf, R^tt«S> ^nu>i*^-> 

<y htfutim, & zxfii & * v j*r j hwmm, n&x.rjffimftfo-.^-j-x-ybffi-, 

- ^ i 0-' r ^ -> x - y U y m m ® : ± # tt E$ f k ffi 43 J; y H ^' tt JS & ; ^ # 14 SI K 14 !S 
« , StSpliS i8 , feitf*»^SHS^«B««IJft;3ttffittffi»*, UIJ A , « ffi ft 

«t ^ fg tt ffi ^ ; U 7 v 14 £ fg ft fli * ; g ^ tt M W ft . W it tf , i^f noMffict^ 
*P t %¥s y fl'&ft ffi tt M ffi'i }S ill! ffi M $ , 4o <k 0= U 7 -7 f - ^ to <fc tf * © ^ # 14 ^ f# ffi ; IM 30 
S ^ , 0iJ x. «\ g » 9S tt »i M ^ > i% ■& m M ft , 5 1 - ^ - X h 7 7 x S (g S¥ « IS W tt ^ 
tt IS IS 3tt , IS ?! W ^ Utt ij Mft , *3 J; tf 7 -Y ;l/ x gft , ifi » g JS , ^ V * ? p 7 'J > , 
<t If ^ =; 7° d f -Y > t M il T 5 M If & ; K * ; * M 14 % ^ ?S m , v >v ^ ;U - 7 x ;1/ X ffi IM 

» , tszvmm&T j fr^y Kift, «*^;*tiK^ttMiii*, Bi^, » j: ffi » » ; 

[ 0 0 5 0 ] 

(3 *, 7hi^-tt^l«^, jt«ttjSJ*^Sfct±ffl©g^14jS)*^^ 

K js ; tt g «i tt *s j; if % m & m ft ; m m tt & * & , *g ^ ^ s js ^ , itsi, « ^ tt e 
« tt s « , « ?i r± m s s , m n n ^ k , P3 s a $ tt © « , ^ «k i^ii, * s 7j< 

ftm, x -r - b m ® m , n/^-^jxftygii, ^m^&m ; s se tt * j: tf * a 40 

5ft 14 41 * & ; STIIWfflSS^ ; j£T'J >^B, IM57-vgi)|$J;fff (D|ff)ISl 

#i * ; SSIISt'olttiiif ; 
[ 0 0 5 1 ] 

( 4 ) (IS ) IS oft & ; $g M ft , CO A , # * » tt i if # ? 7 u ;p - tt IS M jfe ; tr U ^ ; m 

& xfik&7 y vm& ; iisi^ ; mm cRfti, §aftgtt> StttfcttiftSttP* 

S ; IS 3tt , 0V x. tf , 3£ JS n U tt Bi ; V to n -Y K - i/ X ; 7 >r ;b X , Mm, to&xfxtT- 
V 7 * E Ol$S ; 

[ 0 0 5 2 ] 

( 5 )(P!Bilr)§2&, S^^, *Jl^;iffi»Stt^:i:'©ftiI^;»K«tt»Si^, flESSMSaS 

, ^n-yi, ^ n N m x. {f , * tt * it ft , mm ft. e Pits m ffi ; -t u r y z m , il so 
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m tt m e & m m , & * tf n tr n v mm 1 1# * a a w x r u /i # - (m a «*, <■ as * , m ft 
$ k it m & ) ; 

[ 0 0 5 3 ] 

( 6 ) (II SIS ) II a ft SE tt , 7/b3-;HfeJ;[f^;bx ft * if © Iff ft : Iff K « Ml JS 33 «fc tf Iff 

« a ; fli 8 ft ; m ft * ct z>* « tt © m ft ; 

[ 0 0 5 4 ] 

(7)(R^»gg)KKtt33J;0 : ^^fr»^^if(DW^; Sittfc <k tftitt (f»JCtt)Mi£& if 

<o m m ft fs * tf m > 7 - * ; & f± 43 <t t; ti ft <D m m ft , M&igm> wiiUfc 
i m If ft ; ft Pi m ft ; ^^fn--g ; & tt i: €> ) ; 

[ 0 0 5 5 ] 

(8 )mm®mfrmmfcfc)mm, JffsiL ot, #ra, a * s fc a ft it & « » o , sfc 
a Jto % <o m tt 43 j: y 11 tt jg tfi s ts ; s fc ii fi tt $ » n- » if ± £ ; 

[ 0 0 5 6 ] 

( 9 ) ( C N S ) 7 )V V >\ 4 -? - m , 43 j: C J D 43 «fc nv C J D&if©^cDftf3©«^Nttl : 
7 5 a F - v X ; ^58tt®ftffife«ttf*<Dffl©KB!ttS«lf ; Sg©7rn-AttHI 

ft ffi 4o i if m s & ; u ss » br & ; itn^t ; m tt 43 a xs ti tt # cm tt , m k tt s fc 
ti Sf tt , * ffi tt s a * ffi e © s «t * m t> ? ) , mz. «r , ft « « $? , u « . s ai « , = 

X » g * , # £ S II M * , MfiI5»Sfc'«ktf#*, ilffit3J;tfH*J!ifflfcJ:5*s|f, ft g g ft $ 
* ffi ^ Sf , P k. S\ SSH tt > ^ ;U ^ x IS , feilfH I VlI»g|IS ; ffif/kni' F 
- -> x ; m tt > S^tt$/c:(iSaftStt7 p D-txcD4'll43cktj : *ffi»«^^Wg ; 

[ 0 0 5 7 ] 

(1 0 ) © fa © in a % & 43 i tf 7 u ;b ^ - tt Pf< « , m 7L i±\ ffi * ¥ as 5fe , y u - ^ x m 
, 7-^y>i, « « « , it 56 a it /h % « '> a m m , » n it s 11 ^ , BigEfi«n, tfi 
u K&mm ; 

[ 0 0 5 8 ] 

(1 l)lftffittSfcttft«Ettj« » ck 5 * © f6 cd W S ; ft ^ tt ft g ^ ± ffi m S¥ ( A 

IDS), 51^, -b+fO- ffi p , 43 J; Xj M ft fit # ffi fij? fg ; 
[ 0 0 5 9 ] 

(1 2)(^MlfilS^)S«43i;^*tfij«^(c^W1-5 77n-All«]Mfif ft ; ; ^ 

15 ^ , ffi 14 fe «fe tf' I'l a ft tt S5 m , fl»J x. if , >d fflS. »{ r^J II ; it ii 14 ft SI 9K fl » ; ^ ft m 

^^fi^> «fc tf % Si tt ft if © -a id m m cm ■ m m ft ) ; m m& ; & ® 43 «t u~ * ^ 161 w 

<D P* » , 09 * If , »K&*5«fctfjfo£j£, 9J A l±\ j«SPifiiejfiiftffi*5<ttf»fli?*Jflig©^'«f 

S ; 

[ 0 0 6 0 ] 

(l 3) (H ffllAtf, iu'il, ILK, W, 5Pi, r B tr»III, ft', 

a j* 43 j; tf m m m , 43 a u # gg ( a im « * t ) t v > m m m % k b m t s s tt m * , «x 
a , * ^ + y >) y t\ m 43 * if * + y u > ^ n 4 t ; m & tt « «, 43 <t ^ n « s % , te ^ 

(1 4)PGD Z tltitt ± » U ^ 71/ tmt §««o 

[ 0 0 61] 

» S L < ti , * 56 H/j <D ft £ 1% , ^t*Y>f§#tfCRTh2ft*t777iiJ- 
[ 0 0 6 2 ] 

* fg W ft ^ ic i; 0 M B L 5 # S © j£ li , US m , *3ft43J:tfPGD 2 $ li * <0 ft 
iii©l/^;l/)!)(±SLTV^f ©fSOSlTSS, * 5g It £ ft ti J& <D ffl B lc ft ffl f 

[ 0 0 6 3 ] 
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[ 0 0 6 4 ] 

£ b * 5 1 BS *3 ^ T , * 52 mii * $ KB iHc % m f % £ 5 , "Si JH ftiffliisoll lc 

s s ( i )-p^*n5ft^%i, t fc a * © is he « k 8= s l m z> m t l < tts«fa^©ffli££- 
n {« -r s o 

[ 0 0 6 5 ] 

tf> E IS W fc ft S U# S ffi t L < (i^Kftlft€.L< « 7 tr # T *q 7k # » "T flg ft x X 7 ;F , 
$ It It it ( I )-?^Stt«{fc£ft*3WLTfc5E!8«JiE1&$fctt«»J*, U X h 7 7 7° L 
fc l M U ± <Dffi«o«aHofcftOfi!!OJ6*SI$fcfi}6SIISi:rqJ b$ £ $ « & fcl W tc & # 

[ 0 0 6 6 ] 

t & t> ft , & ffi it m m , u v 7 $ do gfi & , & g? , ^ittisi, copd, m m & «t 

tf 7 U ;U * - tt A ift © m $ , * 56 Hi] ft £ fti ii , m * ff . IM « a(TNF-a) PH « 

ffj , 09 X. tf , St - T N F * 7 5» a - 7 )l fit # (fjfl x. H\ U 5 ^ - F (Rem i cade) , C D P - 
8 7 0 J; tf 7 X* U A V 7 (adal imumab) ) <t tf T N F § g ft ft S X* n X' U 7 /> ? (x 7 7" 
\s ;KEnbre 1 ) & if ) ; ^ ii K W 7 ^ □ * 7 is f 7 - -tf ( C OX)- 1 / C O X - 2 Pi S #J (JS 

m * t± ^ # j§ # ) ($j x. tf , \l u + i/ * a . v ^ p 7 x ^ ; 7- D tf * y m m , 

7° D + -tr y , 7;l/t7D7i>, 7x77n7x>, ^ F 7p 7 i 7ti iff-f 77o 7 
; ^7iti,lfti:'07iti 4 SI; ^^F^i/y, X'J>^^ 7+f'7n/^ 
V y ; 7 x x )l 7 X 7 > * E CD tf 5 7 n > « ; 7 X tf U > & if © g ;U g g ) , c 0 X 
-2lfM(ii(f, ^a^v*A, tl/3tJ/7, D7xn^^7, ;Uf3 + f^ 
;b v n 3 + -7 7\ U n + -> 7 > tiJ:ffiPJ3*77); ^^nn/l/faxf F(i 

m , s □ , m , nt m , * fc a ih as rt ;i- - f © ^ -r n ^ ? & % ) ; ^ b t u * -tr - h 

> 1/7/5 F (lefunomide) ; t FD + ->^nP + >> d - ^ x v 5 > „ t — y / 7 -< y 

, $ a * © flu » # « p t l < a « □ & si a if © m m t $a ^ t> *t % c t & t # s 0 

[ 0 0 6 7 ] 

" — tf ( 5 — L O ) Rl !ff iW $ « 5 -'J^+->yt - -tf jg (!(t?y/^I(F I. A P ) 7 7 X d 
X X F , m X. (i\ 7 □ - F 7 (zi leu ton) ; A B T - 7 6 1 ; 7 x 7 b 7 F 7 (fen leu ton) 
; 7 # + +f U 7 (tepoxal in) ; 7 I 7 F - 7 9 1 7 5 ; 7 t' 7 F - 8 5 7 6 1 ; N - ( 5 - 
RSJ ) - 7 ^ 7 x 7 - 2 - 7 ;U * ;U X Jl ^ 7 7 5 F : 2 , 6 - 7 - tert - 7 7 ;b 7 x 7 - ;U 
t F 7 7 7 ; ^ F * is 7 F v t F D tf 7 7 . Witf, if * * Z D - 2 1 3 8 ; ft £ #3 S B 
-2 1 066 1 ; tf U ->*^/F-M2 - ->77 t73f f?ij ^ «\ L-739, 

0 1 0 ; 2 - 7 7 7 4- 7 U 7 ft £ m , X. tt\ L - 7 4 6 , 5 3 0 ; O F-^fc'ilft 
7 U 7 f t ^ , m x «\ MK-59 K MK-886, fciyB A Y x 1 0 0 5 S Jf t C 

[ 0 0 6 8 ] 

#f6Wtt*}3<*e>K:*5BI|IHk£«i:, H)I7(L T)B 4, L T C 4 , LTD4 

43 <t L T E 4lc^7SSSft77X3'-XF-i:cDffla-^-&icfMlL, l77?i^7Hi 
, 7x 77777- 3 -1 s , m X. , L - 6 5 1 , 3 9 2 ; 7 5 7' 7 ft ^ 1* , M x tf , 
CG S - 25019c ; ^ 7 7+^/F7 5 7, f!l X tf\ 7 X 77 X F (ontazolast) ; ^ 
7 -tf 7 A ;b # 7 7 7 5 X 5 F , fjlj X H\ B I I L 2 8 4 / 2 6 0 ; feitff 7^;F;l/iX 
F (zaf irlukast), 7 77b 7 X F (ablukast), t^f/FAX F (montelukast), 7 7 7 ;I/ 7 
X F (pranlukast) , ^ ;!/ ;1/ A X F (ver lukast) (M K — 6 7 9 ), RC-1 2525, Ro- 
2459 1 3, 77;l/7XF(iralukast)(CGP457 1 5 A), fc'cttfBAYx? 1 9 
5 b ^ S » <t t) S JR ^ tl 5 o 
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[ 0 0 6 9 ] 

*«Wfi***p>tc*«w{t^«ifc, t,x*->*ixf7-t"(p d e ) pis #j , m it tf s 

x * 7 f U 7 <fc tf7 = 77^ U>ftif(D;><x;l/ + -<t77x> ; feitflJJWP DE'f V 
x > +f < A ;»j ftij , $| x. t£ , I' 1) E 4 PI I V,' m & iCf^fV 'V PDB1DO HI ;»f M . J; t>' P 
D E 5 <D ffi « M t <0 m & t> ■£ K H f S . 
[ 0 0 7 0 ] 

*«Wttftfe*e»fc*«Wfb^fti:, = > l IS§ft7>^-X h © ffl ^ t> 

^ K I L ^ S17>^;XHJ, tf'J P^77"7, x X a 7 7 7 7 (deslorata 

dine), 7 x ^ 7 7 x X 7" 7 (fexofenadine^ 7 £ D ^ X x 7 (acr i vast i ne) „ x /l/ 7 x X 
7 7, 7 X x 5 7 — ;U (astemizole), 7 -tr 5 X ^ 7 , H^/Uf 7 D /I/ 7 x — 7 5 
7\ 7n7^>*y, *-f^'Ji?V, ^J;tf5/*7Xf->T'ibt), in, IS pfr S /c # H P 

[ 0 0 7 l ] 

■a- 1 li f s o 

[ 0 0 7 2 ] 

#RWtttt*J*6fc*589Hfc£ ! l4li:, a - l / a - 2 7 F U 7 U >bt7"? - • 7 p x 

x h jfi « ir m m £ r« » g a ft jb m t <d m $ & & t w l , s ft n sy a , 7 o e >u ^ * -t f u 

7 , 7i;l/7'Jy i 7xx;l/7u/W-;l/75>, X 7 x F U 7 , 7 a - F x 7 x F U 

7 , llt77 , / l J> 1 igit + i/^^^/UV, Sir h 7 t F n V U > s tJa & * -> p * 

7 7 U 7 , S I h 5 v V U > , J; tf £ & x x ;V 7 ;l/ x £ * 7 'J 7 ft if T* $> 5 „ 
[ 0 0 7 3 ] 

*»B(446*5t*l8Wfl:^fti:, AX*iJ>SSft(Ml, M 2 , i M 3 ) 7 7 

7 rf x X h ft if © ft p U 7 ft Sj tt ffl , ffl 7L ff , 7hntf>, t 3 X x 7 , X* U 7 If D U - 

h , >i it <" 7 7 F n ! i 7 2. ; 9k\t?-* V L ; h d ^<7A ; tf 7 7 -tr fcf 7 

; te j; tf x nf t: 7 ft if t o ffl £■ t> a k m t £> „ 

[ 0 0 7 4 ] 

7 7 -Y 7 l ~ 4 * £ tr ) , m * tf , -T 7 7 U x U 7 , f*7^t-;K *^tfn-;K 
t^Mfn-;K f*7^J>, ;t ;!/ -7 7 U x U 7 , y->;Hld' h;b7-n-;7 fc <fc tf M 

[ 0 0 7 5 ] 

* IRS B/3 ttftfe*5tc*«Wfk^«lfc, 7 a €• 7' U * It x h V 7 A fc* £ tf * F 7 p 5 ;U x 
h V V E<D 2 u y t (Dm&-&lcm? 5 o 

* 58 it ft * 6 * % fk ^ tl i: , Y>XU>ISIHt I S ( I G F - l ) ft ffl B a p t 

<d m & t> -a- tc n -r s o 

[ 0 0 7 6 ] 

* 5g a ft 5 a * % B|J ft ^ m £ , KA^/^3*f3^F, f?!l x. , 7/b-V'J F 
, F V 7 A 7 7 u 7 7 -tr F x K , y'7o If t>1^7 D 7 ^ 7>\ 7 x 7 x F, 7Df* 
>l7;l/f 7 7 U 7 x F > fc J: 7 7 7 A ;U 7 ^ ^ ^ 7 7 7 ft if i; (D ffl (c 

[ 0 0 7 7 ] 

* ^ HJ! (i ft fc 3 ic * ft ft £ » , v F U -y * X /■ 7 n 7 d x 7 - -bf ( M M P ) <o m 9 
SiJ , f ft t) % , XFD7'Jy>\ P 7 7* r - -tf\ *3 <fc If 7 7 x r - -tr\ ft 6 t>" t 7 7 U * 
x - -tr ; i: U t> It , P7 7 7--tr'-l(MMP-l), 3 7 ^ t--tf- 2 (MM P - 8 ), P 
7 7 7--tf-3(MMP-l3) s XhP7U7>-l(MMP-3) s XhP7U7>-2 
(MMP-l 0), fe±tfXFn7'J">>-3(MMP-l l )fc ±If MM P - 9 t MM P - 

i 2 ft if t (Dm-^^icmt z> 0 
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[ 0 0 7 8 ] 

*«wtis:fe*e.c*«w<b^tti:, >r * ti 4 > v *i •? z - mmn * v i. is - z - , m 

X.tf\ CCRK C C R 2 , C C R 2 A , C C R 2 B , C C R 3 , C C R 4 , C C R 5 , 
CCR6, CCR?, CCR8, C C R 9 , C C R 1 Ofe<t(fC C R 1 1 ( C - C 7 T 5 
V - IC O 1^ T ) ; C X C R 1 , CXCR2, CXCR3, C X C R 4 t5 i tf C X C R 5 (C 
-X-C77 5U-lCO^T)j5j:ffC-X3 - C775'J-|eo^TOCX 3 C R 1 CD 

[ 0 0 7 9 ] 

* % iil tf ft 43 S £ t * ?S f Hb £ £ , -9- -f ba-OSfetttf-T b # f 7 « ft£ <0 * 7 a 7 

- £ - , X. f±\ a - , 0 - , teiy y -'f>'^-7ia>' ; lLi~i5£-&t?-r7X 

- □ -y * x i l ) ; 6 i ti ^ -f b ti ^ > is jifcmmmicttmt zftrnz-gts-f > $ - 

d^ + >7>«'-7 hSftttffl « iW ft if i: © IB ■& 11 1 5 „ 
[ 0 0 8 0 ] 

6t*lBHt^it, ft d ? p 7 'J > ( I g)H(lil g Sg #J £ (4 I 

g m tg « II ®5 ? 5 7 7 X rf n X b t L < tf fit ft , $J A tf\ fit I g E ($J , *V'JXv7(oi 
alizumab))ft if t CD ft # (C H T Z> „ 
[ 0 0 8 1 ] 

* ft m a ft & s e £ * ft 93 <b a- « t , fa <d £ # w s tf n sf w t a m * % fit & & m , 09 

x. tf\ V X J Fv-f F i: if ft, l/f / -f F, ^"F7/-)K 43 i tf * ;U 7 # b U * - ;l/ ft 
[ 0 0 8 2 ] 

* % Wfi**S5K*»Wft^1fti:, fit ffl a JW , 0!l A tf\ n 7 y 7 ,1 « ft , f l-7t 
•Y £ U > , v^n^F, £ - 7- 7 x A , 7iKo + /py 1 feiffSAttTiyyja 
v- F ; 43 «fc tf fit 7 ^ jl X BU , $J X tf\ 7^7nf;K 77A->^nlf;k 7 7 7 a If ;U 
, H y 7 x a tf ;i/ , 7 F 7 * tf ;U ; 7 v 7 x 7 y , y v 7 x 7 7 ; y ^ tr y 7 ; +f y- v tf 
/Kzanamavir)43 J; tf :* -tr ;b X v If ;b ; 7 a f 7 - -tf ffiS ffil , ®| A tf\ 7 7 y- If ;b , * 
^7-ftl:;K 'JF-y-tf/K £J:tf1t**tf;l/;?*U:fr5/Kase^BSlSJBSS!l, $J x tf 
, i^' # / yy s 7 5 7y>, X ^ 7 i>' -tf ;U -> # e y , -7 H 7' 7 7 ; ^ 7 7 U ^ 7 F ifi 
If: :^ g| £ [in ;ij , ffl x tf , * e 5 tf 7 , x77eu>74Ji'tOi^li(cit5 0 

[ 0 0 8 3 ] 

* « tf ft J s * ft m it $ % t , i& r&i B % ffl ffl . I^lf, Aib->nft>^;« 

8f > p - 7 f u i- y 7 s $ # m m m , 7>->'tf >y>t«i(ACF,)iigiK 77 

7 * f 7 7 7 - 2 § g ft 7 7 9 rf n x h ; fll K T #J , litf, X * 7 1 7 Si « ± U 7 -r 7 
7 - h m ; ^ 7 h ^ 7 7 4 y 7 ft if 60 xfn ffl US B B (0 -t 7 a u - x - : ifli IB « m , 43 J; 
ifa 'J^ S M « SI S »J * tr K » * ffl ft if i: © »1 ^ M f % 0 

[ 0 0 8 4 ] 

* fg tf ft $ 6. K. * fg {b &m t , C N Si, m 7L tf\ fit "5 O ffl (-tr ;l/ h *y y 7 (sert 
raline)), iA-^ >V >iffl(f7u-/k L — F — / V 7 * <y 7° (Requ ip) , 5 v ^ '7 
7X(Mirapex), M A O B 1 S i , <?!l tf\ -t 7 # 7 (se 1 eg i ne) 43 «k tf 7 ^ * U 7 (r asag i 
line), com P -f 7 If X - , X X V - (Tasma r) , A-2-f >tt*^, F-^ = 
7S^lRPfiSffl, NMD A77X3 — X h, "3f >7d-XF, F - ^ 5 7 7 rf - X b 
, , 43 <fc tf x a - n 7 KftS* 7 7 X - -tf CO Eli), 43 <t tf F * ^ 7* ;Kdonepez i 1 ) , X 

x y 7 , c o x - 2 pa s m , 7 a ^ 7 f 7 -r y 7 s ^ tf ^ f y 7 * y- - h ft if © fit 7 ^ 7 
M ^ v - $\ ft if t <d m -a- tc h -r « o 

[ 0 0 8 5 ] 

* w m tf ft 43 ? e fc * ft m it a- % t , tt 43 «fc tf 11 a « « ffl b ffl so , 0ij a tf\ 45 ft ft i 

tf »M #ffltti?«iW, ffilAtf, 7^7®«ft43 «fc tf mmfos *;U^V-tflf 7, 7 x — F -Y 
7 , ^A7P|t h 'J H, 7 5 F- 'J 7° ^ y 7 43 J: tf ^ <D ffi © fit o o ^ij , 43 «t tf # X f- D 
f F ^ fit jfe ?E Si J ft if t (D ffl ^ K m t % o 

* % BJ1 tf ft 43 5 & fc * fg f b ^ ttf t . W m □ $ tf ^ 3f W ii ffl T 3 J3 3f )S » M , «fU x. 
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[ 0 0 8 6 ] 

* ?g BI tf ft 43 £ P> tc * 8 S ft p 1 1 , ( i ) F U 7° 7 - -t: PI 1§ ffl ; ( i i ) ifil '7 flz rS ffi ft H 7 
(PA F ) 7 7 7 rf x X F ; (iii)777-P7 + 7^$!ft?a(I C E ) HI » ffl : Civ) I MP 
D H PI » ffl ; ( v ) V L A - 4 7 7 7 =f - 7. F * $ ty J£ * # ? Pi « ftlj ; (v i ) * 7 7° 7 7 ; (v 
i i ) M A P * 7 - -tf PI « ftij : (v i i i ) 7" ;!/ n - X - 6 tit i? flfg ?K * ft * PI * ffl : ( i x) * x 7 - 
B +J- 7 1 - 43 i tf B V 7 2 -§§#7 7 7 P"x x F ; ( x ) ft* A JUL p 7 t 7 7 ; (x 
0 7 +t 7 7 7 7 - -tr PI S #J , 09, 7 n 7° U 7 - ;F ; (xi i ) I? mm ffl , fl»J , 7° n 7 

7 7 F , X ;U 7 4 7 If 7 7 7 , 43 <t tf ^ 7 X* 7 n v d 7 ; (x i i i ) gt ft * ;F ^& 7 ft m ffi 1 ffl 
; (xiv)h7>X7t-;>^i|igf (TG F 0 ) ; (xv)lfo/M6d3 *Jf*H? (P D G F ) 

;(xvi)««i»ifflflSJi5iH?, 09, i^M^mm^mmmmm^ (b f g f ) (xwii)mmm 

V 7 d 7 r - 7 n a - - m m H -77 G M - C S F ) ; (xv i i i ) ii 7 +f 7 7 7 7 U - A ; (xix) 
NK P - 6 0 8 CA^ftSf frf»IKJn5 5'++-yNK^7 1'fei[>-N K-9-73fg 
f*7 7 7 7' - X F ; S B - 2 3 3 4 1 2 (7 7F7 7 7 F ( t a 1 ne t. an t ) ) ; 43 £ If D - 4 4 1 

8 ; (xx) U T — 7 7 i (f Z D - 0 8 9 2 5 ft 5 8f IK ? tl 5 x 7 7 ? - •fe'ISi 

; (xxi)i n f □iiiiEf 9kt ace); (xxii)mmm-mitmm^fS.mm( \ n o s 
) ii 7 ffl s fc tf (xx i i i ) t n 2 m m tc si s n 2 1 31 to n s s » hi r«y »?(crth2 7> 
7 7~ - x f a: if ) ; (xx i v) p 3 8 7> pa m ffl ; % a toms-mcw? % B 

[ 0 0 8 7 ] 

$ fc , * m it G to tf in # ffl L * -5 £ ffl , 09 7 , 7 n * 7 7 x 7 ft if <D * ;l/ * > ffl , 
43*0 : 777FP7-Fftif«if7X77-F^ffli:ffl£fc4±Tf£fflL?#^ 

$ tc , * % nj| ft !j% « n |S!j ffi f£ 5Li h j|) © Kf ft © ft ffl t ffl t> ■& T ffl Ffl L ff § 0 ffl 
* fl! ffl f ^ # a 3 ft H ffl tf , m W W ft # X r a 7 F *t ^ it »J (W T , NSAID), If p 
+ 7 * A , ^D7it7 7"P f + >il(tyu + -b>, 7 77 1i'7a7x7, 7x 
7 7°a7x7, n7'D7i>i3J;ff7/7'D7i7 1 ^7iti»l^i*07it^- 
H, OM^>, XiJ>^7, 7/^77, 7 x x ;1/ 7 7 7 7 ft if © tf 7 7 a 7 ^ , 
7 X tf U 7 ft if (D +MJ 7 ;K» Si ft if , C O X - 2 Pfl || SU , m X IS, + ^ ;!/ r 

3^->7", P 7 x 3 ^ 7 7 43 cfc x F "J n + 7 7 ft if , 43 <t <7 3 ;V 7 p X 7 D 7 F 43 Jt tf 
t 7 p 7 ffi ^ m i* * if O ^ IP ji j£ m , 43 i tf x* ;U p -9- ^ 7 ft if » $ m ffi B6 »J ft if T « 

[ 0 0 8 8 ] 

ffl -T ^ * m a ft H ffil It , ttTOi:43!)T»« : 

7 ;U ft ffl (m 7 « , 7X7777, * 7 ,7 7 7 7 7 . 7 7 P * X 7 7 5 F7 7 7 F n 7 x 
7VX7-F, * ;V 7 r 7 7 , ^P;b77 7'7;l/, 7X;U77743 e ttf-FP7 7b7) 

: fa iW (Wl 7 «7 7 ;P ^ p tf y 5 7 7 ft if <D St m It ffl , 09 it , 5 - 7 ;b * n 7 7 

7 ;F <h 7 iS 7 - ;l/ , 7-7 7 h 77-tr F(raltitrexed), ^Fh77-tr-F, 7 F 7 77 7 
Vf 7 7 F , F p 7 7 7 7 7 , y A 7 £ tf 7 43 <fc tf /\ 7 V * + -b ;l/ ; K B « tt K 4 to ft ( 
$J 7 tf, 7 7 h 7 -7 7 7 U 7 m , <5>J 7 tf, T V V 7 -? -< > , 7 7 7 v 7 7 7 , F 7 7 ;b 
tf 7 7 , 7 7 7 V 7 7 7 , X tf ;H£ 7 7 , 7 77b tf 7 7 , V 7 F V 7 7 7 C , 7 7 7 7V 
7 7 7 43 <fc tf 5 h 7 v 7 7 7 ) ; H * ft W PI S ffl (flfl 7 tf , Id' 7 A 7 7 * P 7 FI, 09 7 tf 
, tf 7 7 U X 7 7 , tf 7 7 7 X 7 7 , tf 7 x 7 7 43 £ tf tf 7 b A, ML 7 , 43 7 tf 7 7 7 7 F 
m , f?(J 7 tf , 7 7 7 - 7 43 «fc tf 7 7 7 7 - ;F ) ; 43 J; tf F 7° 7 7 7 7 - -tf PI Sr ffl (0>J 7 tf" , 
x k77 F 7 Y P F 7 7 7 S , 0 9 7 tf 7 x F # 7 F 43 «k tf 7 x ^ 7 F , 7 7 7 7 'J 7 (amsac 
r i ne) , F/F°7*7437tf*77F7 7 7); 

[ 0 0 8 9 ] 

( i i ) ffi m ft M ff ± ffl , f?ij 7 tf , ta x X F P 7' > ffl (09 7 tf , 7^777x7, F 7 5 7 x 
7, 7P7 7 7x7, F P P 7 7 7 x 7 (dro 1 ox i f ene) 43 <fc tf 3 - F 7 7 7 x 7 (iodoxyfe 
ne)), X X F P 7 >f§ft 7' 7 7 a 7- 7 - (#1 7 tf , 7 ;U 7 X F 7 7 F (ful vestran 
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t ) ) , fit T X F n 7" X ffl ($J tf , t'ii/l/^F, 7/H5F, - ;U £ 5 F fc J; tf » ^ X 7 
n 7 a x ) , L H R H7>^i-X MftttL H R H7n^X Kixlf> dt b'J U 

a - 7° o b u x fe ct of 7' -t x u x ) , 7° p y x h y x #j (#n * tf , Hf^^yxhn-;u), 

7 p v * - 7 HS ffl ($J x. tf , 7tXhn>/-;K X F p y - ;U , ,7 =, y - ;u 33 4; tf x £ 
-if ^ X 7 y )33 J; tf 7 -Y 7 X 7 U F (finasteride)^: if © 5 a - V X 7 X - -tf PI S ffl 0 
(iii) M AS ff SI PI » T i> Hffl ($J x. tf , V "J VXa X >y h (mar i mas t a t ) * if©* * P 

ffl) ; 

[ 0 0 9 0 ] 

( i v) it m is <$ m t> pi « so , m * tf , ^ ^ § pi s w « it « a 7 fit f* , *s $i t* fit & 

($J 7 tf , fit - erbb 2 fit fa F 7 X 7 X V 7 33 7 tf fit - erbb 1 fit f* -b X * X v 7 (cet.ux i mab) 
[ C 2 2 5 ] , 77;M^>iH-7>X7i7-t" Pit U i^U , 7 P X 7 7 7 - 7 HI Tt M 33 ± tf 7 

u x x h u * x x * 7 - -t? m m M s WAtf, * £ m « a 7 7 7 = u -- © pi is so (« 7 , 

E G F R 7 7 5 U - 7 P X y * 7 - -tf Pi % ffi , 0J 7 tf , N - ( 3 - 7 a P - 4 - 7 ;U 7 n 
7 x - 7 ) - 7 - * Y 7 7 - 6 - ( 3 - 7 ;l 7 U 7 7 p 7° 7 7 ) 7 7 X U X - 4 - 7 5 X ( 7 
7^7x7( ge fitinib), A Z D 1 8 3 9 ), N - (3 - If - /1/7 6 , 7 - tfX ( 

2 - X- F 7 X x F 7 X )7 7 X U X - 4 - 7 3 > (X 7 p 7 - 7 (erlot inib), OS 1-7 
7 4 ) 33 7 tf 6 - 7 7 U 7 7 3 F-N-(3-^pp-4-7 7 7p7xx7)-7-(3- 
7 ^ 7 U X X P 7 7 7 ) 7 7 7 U X - 4 - 7 5 X ( C I 1 0 3 3 ), Mi tf , da /Jn « * * if 
W H ? 7 7 5 U - © PS frj 33 7 tf\ W *tf , Iff ID US if « H 7 7 5 U - © PI 8 SO : 
[ 0 0 9 1 ] 

( v ) fit ifa W $ $ $ H ? T* h -3 T , tfil ft if m H f © ft I] £ Pll § T 5 fe © (^J ^ tf, fit 
-lilWrt^fflfaJf 5@H-?fit<*, X XV 7 (bevacizumab), H PS # St tfi SS W 0 9 7 X 2 

2596, WO97730035, W O 9 7 / 3 2 8 5 6 }5 J; tf W O 9 8 / 1 3 3 5 4 IC 
MjSSttfcft£tt)*i«t:tfft!!<0>< AxXATMtll-rSft^tK^^tf , U 7 5 F(linomide) 
, 7 X r y U X a v /? 3 ffl, ffi t3 j: Xf T X ^ * X * 7 X © PI & ffl ) : 
[ 0 0 9 2 ] 

( v i ) M S fl r S SiJ , m Z- tf , =1 X X X ^ X 5? 7 X A 4 33 7 tf H W. If It tB P W 0 9 9 X 0 2 1 
66, WO00X40529, WO00X4 166 9, WOO 1/ 9 2 2 2 4, W002 
X 0 4 4 3 4 <fe tf W 0 0 2 X 0 8 2 1 3 tC M ^ 2 ft /c ft £ 1% ; 

( v i i ) 7 X 7 7 X X S m , ffl x. tf , ± tc U X h 7 -y X L fz m W * @ £ f 5 t> <D Tf , I S 
1 S 2 5 0 3 , fit - ras7 X 7 7 X X ; 
[ 0 0 9 3 ] 

(v i i i ) M £ ? m S , P 7 tf , If p 5 3 J ftliiS B R C A 1 H < (i B R C A 2 i4 i! ; 

g d e p t ( mfc 7 ffi m m m x p f => v y m a ) g . 0s x\ tf , x f x x 7 7 3 7 - 77 73 
x x 7 7 - -t? $ tz a 7 7 v 7 ~ b a x y 7 ? - 7 m m % 1^ v>s 7j a , 7 tf ^ »j b 14 a 

£?*i£fc2©{k**ffi*fcttftl*tt£iSK:#l,> s # tc it tl «: if 7 5 -7 s /j ti ; te j: tf 

[ 0 0 9 4 ] 

(ix)fefiS?£, ^iJ7tf, 7X^-P77X2, 7X^-P77X4tL<tiSfe«-v7 
P 7 7 - X a p - - $ ij ffl H 7 4 E © 7 7 F 7 7 X tc 7 § K « A * if © « # » «7ffl ffi © y& 

6 Si tt * tt 7 7 -7 5 x 7 7 If 7 g fc H; 7 X tf 7 7? ffi , T ffl AS 7 7 ;l/ 7 - £ fg T 7 *r 3 ?£ 

w i? a mm m m « * u ^ s 75 a , *s <t tf fit 7 x * x ■< x fit # * m ^ s 73 a 0 

[ 0 0 9 5 ] 

rs. 7 p, % 5 1 H tc 43 x T , *»SBttS(I)T^Sn5ft^«l, £ tt ^ © E H W tc ff 
§L|#?>lgtt<tir§«Slt)©fflji7-$.-3T, ^HlfflfftCT^RLfcct^tC, C R T h 2 

SSf*^tt*ilgi575i: t # t* $ 5 b hwilifciiitt^iiits/c^ogioi 

jfi tC 33 tt § ffl & * If 

* 0j! ffl *©x: Mic fc^T, "thm" t^ommiz, rttcs^ z^mKm-z ^v^pg 0 , " 

7 ptj " « t a it 7 § „ ^ o t , " }6 * m " *5 7 tf " m w tc - t ^ ^ s t§ t, no «t tc « ?r ? 
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[ 0 0 9 6 ] 

* » m fi * tJ * b tc , 7° n X * / >f K * s * CO S § ft ( i: DbttC R T h 2 ) S g ft tc |g g- 
t5, PGD2$/cti^©ftit;i^AM4'/l-t-§«ii£Di!lH7?ffi-eS-3T, * HJI ffl t 'j tc T 

«ufc^(i)T?^sn«fb^«i, $ ft « ^ <o e it ft tc ft § l ?# & s $ a *sj t l < t± 7° 

[ 0 0 9 7 ] 

* » m u s ft , & je tt & £ , i:»)t>ti-e*ojaB^rffiTf*r>T, aisiciiLT^ 

* il IfSfcti^Ofel^ttOfeS Jg # K. *5 ^ T , * Wj Sll ,«! tc X & L /:. A • I JT^StlSft 

^ «j , * ft & * © m m ft k ft s l f# * « t l < {± » as «i % to m m % m * n # t e # * % 

[ 0 0 9 8 ] 
[ 0 0 9 9 ] 

SCI )T^Jtl§ft&ft, 7° a F 7 'V 7" fc «fc If * © E $5 ft tc ft § L f# 3 & & L < «: « 

ft & a , fni*i?«iL - us tc « , S(i)©{b^«i/tt[/»MEft«i cs tt $ # ) 

# g m ft tc » s t 5 7 a > h , # w »j $ fc a a ft t m ^ a t> $ n ft e n m & % <d m 

lt'g^t5, * © S 4 m iK tc cfc D , K EH 81 fill «J f± . jfSUtt, &$JfiSc#£0.0 5 
~ 9 9 % w ( 11 - -fe > b ) , J; 13 » U < li 0 . 0 5 ~ 8 0 % w , S f» IC J; '9 4f I L < 
« 0 . 1 0 ~ 7 0 % w , * i3 £ 6 tc jf f L < fi 0 . 1 0~50%w*§SU45(ll^ 

[0100] 

* fg ^ ti $ ft , E ML ft tc ft & L ff 57-;aM>K ft *R M $ ft ti J§ ft £ * £ fc> -ti ft 
[0101] 

^ E M ffi fig to fi > ^ , MMi&, -^7° 3? 7 n7 > x-d v";i/fc itf^S^*^ 
»J © )B fig t l m W (09 A , Wfeitf/SfettaasfcfiftjjDK: ; s ti ± # ft tc , * 
«\ & ffl , A 7 -tr 7b , ->n 7 7\ l»*S^ti*ftO«Ji?|ipa4K:j;0, f « » ffi J 

(i Si ffl ffi © © JK T* # « □ « # t <fc 0 , £ fc j± T S # tc ± 0 , S (i * ffij £0 » H T * if 

a # tc .t: o , $ it m & m tc & 5 l i# s „ » $ l < « , ^^ift&tniinsii's, 

[0 1 0 2] 

* f g W tc o t T O % m m t- <fc <o m W t W » tc rr ( 9 co * ^ PS 0 , T co ct 9 tc IE « 

( i ) 1 H-NMRf-JtSti^tt, C n * ± § ft f« ft 7 P h y iC -3 ^ T x /I/ * ffl © 
«T'?lfflL, f h 5 * =f- )l is =7 y{ T M S ) * to m S * t L T 1 0 0 75 » CO 1 ( p p m ) T* ^ 

t ; 

(ii)IlX^^ h ;K M S ) : -flStCti^K«^^1--l'^>co^^fg^$n, ft tc *) <0 ^ 

•) , ^Iffl LftII^t>tt77X(Oll^t>-(M + H) + T* & % ; 
[0103] 

Ciii)^SSf!j*5 ck y^TiS COgHfk-a-^l ti , ACD/narae and ACD/name batch (version 6.0)(A 
dvanced Chemical Development Inc. Canada) 5r ffi T bp ^ L tz ', 

(iv) ft tc 8ff t) © 4 V^PS <0 > liHPLCtt, -> > * h U - (Symmetry), 7 >y X (NovaP 
ak)f /ctix^X-f7 (Ex-Terra) |@ ^ U A A 7 ffl ^Til L ft ; 

(v) ?gj(|tiMgSO, S ft tt N a 2 SO, tCjcDS^Lfto 
[0104] 
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[Mil 

E tO Ac 
D CM 
NM P 
DMF 
T H F 
racpba 

Pd(dppf) Cl 2 
R T 



iy 9 p p / 9 >' 

-f h7t F o 7 7 >" 

3 - ^ p o^/l/t*y$lfS 



(T/P Ky y^- 7 7%^#0 



[ 1 , 1 ' - t"^ (v>'7 7-f7)7iPty]y'7PP 
7 v7MH) t>^pn^ ?yi©M* 



[ * » 0IJ 1 ] 

[0105] 

[ ( 5 - * ^ ;H£ 7 x X )l 
[ ft 1 3 ] 
O OH 



2 - Y ;u ) + + ->] fit I 




[0 1 0 6] 

(i )(2-7"nt-4-^h07i/ + y)Sltert-7f^ 

DMF(4 0 m 1 ) ff , 2 - 7d € - 4 - ' F D 7 i / -;K4 g)tSI*'J7A(2 .6 2 
g) t (VmnU^ynlZ , RTT, 7Dtiitert-7f;K3.0 6ml)^lwA/:„ 1 8 H$ Ml 
It , S £ ft^^'if/H-f/l/t* tc # fit, S «| gp » * # K L , SiLTS E TtlS 
£ fc „ IStYVxt+fyfF'Jfab-hU « ii L „ HX * 5 . 6 g „ 

8.49 (1H, d) ; 8.21-8.16 (1H, m) ; 6.82 (1H, d) ; 4.71 (2H, s) ; 



' H NMR CDC ] 3 : (5 
1.49 (9H, s) 
[0107] 

(ii)[(5 - x h n 



t£ 7 x 2 - -Y ;|/)* * -> ] St fig terf 



7f-;y 

XS(i)c0 3lfiSctK5.6g), '<>t*>ln7|(2.04g) 1 7 y it -fe ~> 7 A ( 5 . 1 g 
), P d(dppf) C 1 2 (0.6 g )3o £ ri i/'* *+)" > ( 6 0ml)^?>ftS^T3-tl£4B$HM)Ij5ft 
L fz o ft £P ft , ig -g- 1% * ^ x ^ ;!/ x - r- /I/ £ 7k ic ft 81 L 7c „ *r«g|S#;£#«L, SILT 
« EE T $ jfE £ ■& fc „ 
MS: APCI ( + ve) : 272 (M+l - ' Bu) 
[0 1 0 8] 

(iii)[(5-757tf 7i;;l/-2--f ;U ) * * 5/ ] S ter t - 7 ^ )V 

0 0ml)tO?§ffitC»|»(5g)^ti0^, RTT! 6 Bf HJt J¥ 
L o :oi&tt«t7-<h-pHL, *ETKSiRS*ft. f# ^ ti £ ^ $ ^ /k SHt 7^ 
h0 7A7]<rgMT-tMStti:L, E tO A cTlW Lf;. W*ffi»*e«ILT»ETU:il«* 
•£ , ii*y | J*i07DYh7'77^-t<);D, DCM/EtOAc(8 : 1 ) T j§ tB £j 
Lfeo 113.7 4 go 
MS: APCI (-ve) : 272 (M-l- 1 Bu) 
[0109] 
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(iv) [(5-7att*7x -;l/-2-^;l/)^ + >']iltert-7f ;l/ 
re(iii)©£$ft(3 g ) , %>. ffi m 4 V 7 5 ;K 2 m 1 ) ± tf 7 -tr h U ;K 4 0 m 1 ) 

6 * £ S ft ic , JUfcfc(II)(2.6 7g)*igiU 6 5 °C tC 2 Hf P*g in L „ ^I^SE 

~> V ft ±.<D 5 a h tf 7 ■<( — iC & *) , 5 : 1 -fVN + ^^/^i 
f;H-f*TSffiliLf;„ lR*2.3 3 go 
MS: APCI (-ve): 306/7 (M-l-'Bu) 
[01 10] 

(v) [(5 - ^f ;l/H'7iz;V - 2 -^f/b)t + ->]iitert-7f /I/ 
ie(iv)©^J5K«j(0 . 5 g ), ttjfkp< *;l/ffi»(3 . 4 4 m K 2M/THF), Pd(dppf) 

c 1 2 (o.i g ) j: tf t h f c i o z % & m&m* 4 mm 9 o °c -c mm l tc o # 

, S£«&*5>x*;l/x-x;i,i:rtK:#eb, W»SP#*#*L, ^iLTlETtlf J 
-B-fc„ Sl^->'JiJ±O^D7 l-y7 7^-lcj; t), 4 : U y\ + t^/->'if;H- 
f - ;b t- i§ Hi « » b fc 0 IR10.4 3 go 
MS: APCI (-ve): 241 (M-l- l Fiu) 
[01 1 1 ] 

(v i ) [ ( 5 - ^f;Hf7ir;l/- 2 --{/^t + ^lStl 

Ii(v)(DS«tt(0.4 3 g ) , h'J7;l/*Dil(l 0il)6itfDCM(l 0 m 1 ) £ 
ftSSi^R T ? 1 IMItf iETtlSJt/:, S rl * -> 'J A ± © t a v 

h 7 7 Y - t A !) , 1 : 1 D C M / E t O A c + 1 % A c O H V 1% tH L , S^T'R P H P 
LClCtDWiibfCc lR*0.0 3g o 

4.64 (2H, s) 



'H NMR DMS0-d6: S 7.56-6.85 (8H, m) 
MS: APCI (-ve): 241 (M-l) 

[ m m m 2 ] 

[01 1 2 ] 
([5-If/l/-4 

[ it 1 4 ] 
O^OH 



2.27 (3H, s) 



(^f /lX;ht-;Ht'7i-/l/- 2 - -< A> ] * * 1/ } iff it 




[0113] 

(i )(4-if /l/-2-3-F7iy + y)ftlterl-7f A 

4 -xf ;1.7i/-/K3 g)©It$)§l(C, 3 7ftt h 'J 7 A(4 . 4 1 g), & V> T* £ 
P 7 5 > - T ( 8 . 2 9 g ) * 0 °C T* to X. , S^TRTitSSlft, IB* HI] ft , jg £ ft * 
2MSITSRL, x 7 1 ;l/ X - x ;b T fit! ffi L o W tit Jl * ^ * Sg £ 7 h >) 7 A * 7§ ffi T* 
?5fe L , S JBE T IC ^ £ ? -fr tz a Bil*DMF(3 0«l)KjS^L, ^ ^ T* , 7n€ 

fit HE ten - 7f /K 3 . 9 ml) t mm. ft U ? A ( 3 . 3 1 g ) * flq x. , R T V - £ M W L „ C 
© g IB- ft £ /K £ x 7^ ;P x - f - ;l/ fc ft SB L , M « SP ft £ 12 L , «ETfc*f8£-e-fco « 
S5->'JA±o^nYF^77^-lcj;D, 2 o %->*if/H-f V^ttyT'S 
abSSLfco 1R18 .6 g„ 
MS: APCI (-ve): 305 (M-l-'Bu) 
[0114] 

(ii){[5-xf-;l/-4'-(^7 1 ^f-3}-)e'7'xr:;l/-2---r;Iy]4- + ~>}RKtert-7*^;l/ 

mmit^Vaummm 1 I e ( i i ) © # ffi k <t o , lid ) © £ $ ft t 4 - ( ^ ^ ;i/ ^ * ) * 



(24) 



JP 2006-522117 A 2006. 9. 28 



>-e>#a>wt&M^?mmLtz a © m \ . 2 g „ 

MS: APCI (-ve): 301 (M-l- c Bu) 
[01 1 5 ] 

( i i i ) ( 1 5 - X =f- ;l - 4 ' - ( ^ =f- )\> X /I/ * — )\> ) t? 7 x - A> - 2 - J Jl \ * ~> } fft f& 

II(ii)0£fltft(l .2 g)t D C M( 1 Oil)£©it#}gjKfc:, mcpba( 1 . 4 4 g ) £ R 
T T* An x. fc o 1 6 m fS ft > C CD il £ ft * D C M i: M £ B ffi «t $? ± b U 'J' A * y§ /ft {C ft E b 
, W 4$ bP ft ft It L , KKsklS^MJ &j»L> I E T 1 1 ^ f t ft « 

Si* t-'J7;KDS|(| Oil)iDCM(l 0 m 1 ) Iz L . R T T* 2 Hf ft If L , ^ ^ 
■P m E T K & 18 S •& fc „ Sifi^RPHPLCl:±DISLfe 0 IR 1 0 . 0 3 5 g . 
' H NMR DMS0-d6: 6 7.95-6.94 (7H, m) ; 4.71 (2H, s) ; 3.25 (3H, s) ; 2.62-2.57 ( 
2H, q) ; 1.20-1.17 (3H, t) 
MS: APCI (-ve): 333 (M-l) 

[ m m m 3 1 

[01 16] 

{ [ 4 ' - (X =f- ;l/ X ))/ * - ;l/ ) - 5 - * h * i/ \L 7 x x jl - 2 - J ;l] * * ~> } IT- $ 
[ ft 1 5 ] 



[01 1 7 ] 

(1 )(2-7"nt-4-^ h + ^7x/ + ->)StKtert-7"f-;l/ 

9J H ft £ to ti H AS 0!l 1 ISO ) 60 f5 ffi ± 0 , 2 — 7 d t — 4 - * K->7i7-*^ 
^IlLfto iRll.9g 0 
MS: APCI (-ve): 251 (M-l- l Bu) 
[01 18] 

(ii)l[4'-(xf ;bft) - 5-^ F + ->H'7i-* - 2 --f ;M^ + -> I SI tert- 7 ^ 

m m i t & ys it % n w 1 x e c 1 1 ) © 7? & k <t 0 , ik i ) © £ $ a 1 4 - 

>-tf>3Pn>ffi*fflV^TP3S!Lfco Ml .1 5g„ 
MS: APCI (-ve) : 317 (M-l- 1 Bu) 
[01 19] 

( i i i ) { [ 4 ' - (X f- ;U 7, A> jfc — A/ ) - 5 - ^ Ft^H'7i:;l/ - 2 - -T ;M :t + ■> } gf- It 

H'J j£ ft t) « * fW 2 X W ( i i i ) © 7? ffi K i ») , X g ( i i ) <D £ l£ tl % fl ^ T ,1 £j L tz 0 
110 . 1 2 g„ 

'H NMR DMS0-d6: 8 7.92-7.85 (4H, in) ; 7.01-6.92 (3H, m) ; 4.68-4.66 (2H, s) I 3.7 
6 (3H, s) ; 3.37-3.29 (2H, m) ; 1.17-1.12 (3H, t) 
MS: APCI (-ve): 349 (M-l) 

[ n fig m 4 ] 

[0 1 2 0] 

[ [ 4 - £ a □ - 4 ' - (X =f- jl 7, )l * - 71/ ) - 2 * , 5 - *J * ^ IV [ 1 ,1 '-U7i-^]-2 




o 
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lit I 6 ] 




[0121] 

(i)(2-7nt-5-i'DD-4-^f;l/7iy + >')if|l ,1 - y/ f;HfiHX 

W\ M it & ft \t H * m 1 I m ( i ) © 75" ?£ tc £ o , 6-rat-4->np-m-^>;- 
/I'tl^TlSLfto HXIO.8 g„ 

'H NMR CDC1 3 : 5 7.52 (1H, s) ; 6.65 (1H, s) ; 1.60 (2H, s) ; 2.30 (3H, s) ; 1.4 
6 (9H, s) 
[0122] 

( i i ) 3 - 7 a ^ - 3 - / =f- il 7 x x il ■ x =f- )l ■ X;V7-f K 

1 -(X.^)l?-*) - 3 - t^-Jl^y-UXe .6 g)tS8(Z 0m\)t<D'mmiC$Lm(2 . 

2»l)?:Ott'Joxfto S^«B* R T 7 2 U 35? ^ T» s »I*itffTK»SLft 

o SI^->'Ji)J:iD7n7^-77^-li:j;t), DCMfSilillLf;, IR « 6 . 6 g o 
MS: APCI (+ve): 247/9 (M+l) 

[0123] 

(iii) [ 4 - (X 2 - * 7 j. - )l>]# a > & 

I8(11)CS)S«|(1 Z0.7g)tTHF(5 0 0 il)tO»«] 0 0 nt 1 » % , V ^ * 5/ 
"7 A SU D ( 1 3.4 g ) t T H F ( 1 0 0 m 1 ) £: © » jg £ ft £ to * 7c 0 ^7nti^( 
0 . 2 ■ l ) * Ja * , •?- CD S ft * BtJ & B# fc}> 5 tWc if m * # fc o S8fE~Ffl!>Rf5**8Lft# 
9 0OSfkfti8j|*||TLft. iSinft, g^i^R TST^92^> *7H 
HJ^fiKl 1 2 ■ 1 ) t T H F ( 2 0 0 n 1 ) t <D ft # !§ ffi K 0 °C T* Jf B % to L fc 0 rl & ft £ 

r t $ v to jg l , 2 mrsmn l rem, 2MJa«(3oo«i)*initTKjs#ii:s-e-fco r t 

T- 1 8 Bf n Jt L 7c & , THF^SETtltSL, M £ ft % v x f- ;U x - f ;1/ t* ffl L fc 
^V\tfytMJfal/-H, a £ L ft c »R B 5 3 . 0 2 g „ 

'H NMR CDC1 3 : 6 8.08 (1H, d) : 7.18 (1H, d) ; 7.15 (1H, s) ; 3.04 (2H, q) ; 2.7 
6 (311, s) ; 1 .38 (3H. t) 
[0124] 

( i v) [ [ 4 - * D n - 4 ' - (X 9- )V X ll * x il ) - 2 ' , 5 - H * ^ )]/ [ 1 , 1 ' - t£ 7 x x ;U ] 
-2-^ ;U 

I S ( i ) © £ $ ft ( 0 .3 8 g ) , I*M(iii)<D£&£ft(0 .3 2 g), 7 -y {I; -t -> 7 A ( 0 . 
3 5 g ) , P d (dppf ) C 1 2 (0.1 2 g ) 33 <t t>" V * * -9- > ( 5 m 1 ) P> & § g £ ft £ 9 0 °C fC 
2 4 Bf fS to & U f c 0 # ft T (C jg (fit * M % iE , afi*'>U*0^7^T»jaL, + 
■y- > , *^Tfl 0 % » m x f- ;l/ / j 7 ^ * -9- > Uj L fc 0 SSft5»t!«|S D C M(l 0 m 
DtcffifML, ^^T-, h'J7**nff|(3il)*lm*, ^©jg^ft^^g ST 1 Btniijfff L 
, SETClI^tft. ^ ji * 7k ( 1 0il)t7th;h'J;Kl 0 m 1 ) K jg ^ L , * * 7 > 
( 2 . 5 g ) % to * , R T T m W L tc o Z^IBS, 7-t b - h 'J /^SETtiS L, g ^ 
K)*Sf xf ^-etfflLfto lf««^7KKft-7 l -hy7A7k?gfffiTf(iiffit, 7j<®^2Mti^ 
T* Hit i: L > ilxf;K*«ttilf; 0 li«»»xf ^ittift^ l , BETKISS 

* o g|jtH:7'-bh^hU;l//*tthi;7;l/*nWI|t?iStfi , raR PHP L ctciOfii 
t/Co MO.O 2 3 g„ 

'H NMR CDC1 3 :<5 8.01 (1H, s) I 7.77 (1H, d) : 7.42 (1H, d) ; 7.18 (1H, s) ; 7.00 
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(1H, s) ; 3.35 (2H, q) ; 2.50 (3H, s) ; 2.24 (3H, s) ; 1.13 (3H, t) 
MS: ESI (-ve): 381 (M-l) 

[ n m m 5 ] 

[0125] 

[ [ 4 ' - (x f- )V X )V * - ;U ) - 2 ' , 5 - i? * =f- Ih [ 1 , 1 ' - tf 7 x - IV ] - 2 - 4 Jl) * 4- v 
[ ft 1 7 ] 




«H{t£«tt£*fl»J4©#ffilcJ:?>H«l,;fco «R « 0 . o 6 6 g „ 
1 H NMR CDCl :i : 6 7.76 (HI, s) ; 7.71 (111, dd) ; 7.41 (111, d) ; 7.20 (III, dd) ; 6 
.96 (1H, s) ; 6.84 (1H, d) ; 4.60 (211, s) ; 3.30 (2H, q) ; 2.27 (3H, s) ; 2.06 ( 
3H, s) ; 1.12 (3H, t) 
MS: APCI (-ve): 347 (M-l) 

[ m m m e ] 

[0126] 

2-[[3'-->77-5-^;I/ [l , l , -e7i-;H-2-^;Ht4 ; ->]-(2 S)-7° 
[ ft 1 8 ] 




[0127] 

i )5-*i-;l-2-* K->7i-;Hd>| 

ffl JS ft £ % « H ft $J 4 I g ( i i i ) <D 73 }S tC <fc 0 , 4-^fil/-2-7"Dt7-V-;K7 

• OmD^ffll-'TlSKtfCo lR«2.6 go 

'H NMR DMSO: <5 7.64 (2H, s) I 7.38 (1H, s) ; 7.18 (1H, d) ; 6.86 (1H, d) I 3.77 
(3H, s) ; 2.22 (3H, s) 
[0128] 

i i ) 2 ' - * h + ~>-5'-^^;l/-[l ,l'-t"7i-;H-3-*;H' - h>Jil/ 

II(i)<D4Sft(0.8g), 3 - 7" D t ^ > V - h U ;l/ ( 0 . 8 7 7 g ) , 2 M 7j< It m $ 
th'JyAO.Oil), f l-7t7MJ7i:;l/|X7O^7'>'H(0)(0.2 g ) 43 <fc 
tf h ;U x > ( l 2il)tx*/-;K3i])*»e>JS:Sig^«i*4 8 Bf RS An g& a 8S L 0 il^rfe 

* E t O A c t 7j< £ ic 5: v E L , (6 j* L , S JEE T (C ft % £ 7c „ S it % -> 
'J A±O^D?f^77^-EJ;»), 1 0 % E tO Ac/^/ VA^+f >T-igffl8SL/c„ iR 
« 0 . 9 2 g 0 

'H NMR DMSO : 5 7.9 (111, d) : 7.8 (211, m) : 7.61 (111, t) ; 7.16-7.22 (2H, m) ; 7. 
04 (1H, d) ; 3.75 (3H, s) ; 2.29 (3H, s) 
[0129] 
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i i i ) 2 ' - t K d * -> - 5 ' - * f- !l - [ l ,1 ' - t: 7 x - >l ] - 3 - ij ;l> # - h y ;b 

Xg(ii)(03£fig^(0.9 2 g ) t D C M (2 OiOfcCJSffiKZJUtJfc^JRiDiSttCl M/ 
D C M ) ( 8 m 1 ) % 0 °C T tU 71 , 0 °C T' 2 Bf ffl , R T T 2 0 IHf| L ft, *TSlR)M 

# -ti , D C MT'itDt, Jfi 7j< T' ffi ^ , M ( M g S O 4 ) L , & Jg J -tJ- X ,V,i| iffl ft. ;> ft -v i;f 

0 IK * 0 . 7 7 g „ 

'H NMR DMS0:<5 9.52 (1H, s) ; 7.95 (1H, d) ; 7.89 (1H, dt) ; 7.75 (1H, dt) ; 7.6 
(1H, t) ; 7.14 (1H, d) ; 7.02 (1H. dd) ; 6.86 (1H, d) ; 2.25 (3H, s) 
[O 1 3 0] 

1 v) 2 - [ [ 3 ' - %/ 7 / - 5 - * * Jl [1 ,r-f7i-)l/]-2-^/Ht^'>]-(2 S ) 
- 7° D ;\ y m ■ 1 , 1 - V J* =f- }\> X f- )l x x f- Jl 

Ig(iii)«4Ift(0 .3 g), R-fLitert-7f ;KO .2 1 g ) , h V 7 x x ;b * X 
7-0( 0.3 7 5 g)fiitfTH F ( 1 0 in 1 ) 6 & 5 ft # ffi ft K , 7 V v> * ;1/ # > g ^ x 

* ;K 0 . 3 m 1 ) * 0 °C T? to X. fc o 2«p|HUtfliLfe», 1 0 % E t 0 A c 
/Yy\ + ^>T?jg|D'r«J'iJA • * d v h 7' -5 7 * - «fc (5 tit S L T , §ij M ft £ 1% £ ?# 
ft o IX ft 0 . 3 8 6 g o 

'H NMR DMSO: 5 8.04 (1H, s) ; 7.95 (1H, d) ; 7.78 (1H, d) ; 7.63 (1H, t) : 7.22 
(HI, d) ; 7.15 (III, dd) ; 6.86 (III, d) ; 4.84 (111, q) ; 2.28 (311, s) ; 1.39 (311, 

d) ; 1.38 (9H, s) 

[0131] 

v ) 2 - [ [ 3 ' — > 7 7 - 5 - ^ ;b [l , 1 ' - f 7 1 ^ A] - 2 - ;H t + '>] - ( 2 S ) 

WMik-svnii'Mffim 1 1 m (v i ) <d 77 m tc & <o , i g (iv)oi $ #5 * ji-i ^ t is si l 0 $ 
a 0 . 0 7 5 g o 

'H NMR DMSO: S 8.23 (1H, t) : 8.06 (1H. dt) : 7.75 (1H, dt) : 7.6 (1H, t) ; 7.1 
7 (1H, d) ; 7.08 (1H, dd) ; 6.85 (1H, d) ; 4.61 (1H, q) ; 2.27 (3H, s) : 1.35 (3 
H, d) 

MS: APC1 (-ve): 280 

c m m m 7 ] 

[0132] 

2-[[2'-7;l/tD-5'-i/7/-5-^A II ,r-e7ir;H-2--f;Ht* 
v]-(2 S)-7o/t>8 



[ft 1 9 ] 




ts m ft ^ ft a % m m 4 <d 7? a fc ± 0 , 3 - 7 d - 4 - 7 /b * a ^ > >/ - h u ^ # m ^ 

TllL/c„ 

'H NMR DMSO: 6 8.21 (1H, dd) ; 7.89 (1H, ddd) : 7.5 (1H, t) ! 7.09-7.16 (2H, m) 

i 6.86 (1H, d) ; 4.58 (1H, q) ; 2.27 (3H, s) ; 1.3 (3H, d) 
MS: APCI (-ve): 298 

[0133] 

V # y K m & 7 -y -b 4 
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[ s H ] P G D 2 lZA~*>x.)lT-?jy4fJ xyx(Perkin Elmer Life Sciences)^ 
<o W A b fc tt g It 1 0 0-2 1 0 C i/ ho I © $> © V & o fc 0 fCfflOMiiat^t^ 
#T #E It © t> © T* & o fc <, 
[0134] 

rh C R T h 2 / G a 1 6 4 % fl * § H E K M flg tt , 1 0 % 7 i/ it f? xftL fit (m ^ 7 p - >(H 
yC lone) ) , 1 rag/ m 1 y * >> > , 2 m M - L - f ;!/ 7 5 > fc £ tf 1 %#<£•> JI 7 5 / 
ttSDMEM^lCf SfiCiff Lfc„ fll H « © 46 . g*ftllg A H E K 2 1 

i«igl7rn'J-(7Y7^t-, A?ayS§TKT-l 7 0 - 0 7 0 E ) fc T if ® 
i: 45 J ftfl W J t f; „ § g {* % ft! © ft ,g u ^ ;Mi , ifi it © W ft 1 8 H$ fc 5 0 0 m \f -* 
IS * h V 7 A £ 8s m t % C 4: fc j; 0 £ £ L fc „ »»fflJfi*U>»|g«^Jg*(PBS. -b 
/V 7 7 7 h 'J - 3 ft 1 5 0 ■ 1 ) T* 1 HI m ft L , -b IV 7 r 9 V V - % fc D 5 0 m 1 © * ft Ji 
M ft ^ 7 7 7 - [ 2 O in M — HEPES(pH7.4), O . 1 in M / f- * h V J Y - Jl , 1 
m M-EDTA, 0 . 1 m M 7 y it 7 x cc jl A =f- )l X Jl * =. )l fc <t 0= 1 0 O (i g/il/^ 
h 7 f > ] * ta *. Z> C t fc «fc t) ft K L fc . 10 BS % 2 2 0 x g © & ,j> # £ j; o , j 0 # ffl 
4 tT^U7 Eft / if fc & M £) R it y 7 r - fc Mi ?7J © ^ # © g ft 7 If <S $§ L , ^ =l - 
7 * m m )K fc m tt . 2 x 2 0 # © A - X hOftftt^y h □ > (Polytron)* t-yt'f if 
-t«tO»*Lfeo**»»JStt220Xg, 1 0 #■ IS , 4tT«l & ft m t cfc ») |» £ L 
, I77^y3>li 9 0 0 0 xg, 30»H, 4 °C T © 31 & # K K <fc 0 ^ U »y h fk U fc . 
hl¥i'< U v h « |i L fc -b ;b 7 7- ^ E U - S ft *) -4 m 1 © M ^ K ft ^ -v 7 r - S !S S L > 
*>'^Kdl4Silft 0 IS (i » S tc >j- fij L T - 8 0 °C T U ft L fc „ 
[0135] 

77t-flit^T3-;>y (Corning)© )t B/j j£ © S ft 9 6 a N B S7E-E(7-f7-> 
■V - ) K T ^ ft L fc o 7 y -b f Jfe tL % , C R Th2 UIH E KiJSItt, SPA P V T 
WGAtf-X(7Vi/ + A(Anershai))tiILft 0 SBfClSLTfi, K^tJ-XS-r^* 
^-Hft;fOlg&, tT-X ! mg^fc t)|jg 2 5 M g *-^5g^^{c«|jf L 

4 vicu% ufco (Siiottna a« y ? :/ tas tfc) 0 t-x^ii^ 

ft m ( 8 0 0 X g , 7 ft M , 4 °C ) (C «fc 0 ^ U -y h ft b . 7 -y -fe -T A -y 7 T - ( 5 0 m M - 
H E P E S , p H 7 . 4 , 5mMJgftV^^->7Att*)T-l|5]^^L, * » « , 1 0 mg 
/ilO If - XiS T 7 7 -fe 7 7 7 - tc Pili L ft „ 
[0136] 

& 7 y -b t 5 « , 20 /1 IO6.25nM[ 3 HjPGD 2 , 2 0 /j 1 OlJSftS P AU 
- X (44 fc 7 'y -b -i r\y 7 r - * ) fc «t D= 1 0 ^ 1 © ft £ % }g ?ft S fc {± 1 3,1 4 - *J t F 
D - 1 5-7EyDX^- 7 7/D z (DK-PGD 21 ^ S « © fc 46 , Cay 

man chemical company) l> fc „ ft ptl t D K - P G D 2 UDMSOtgA'U [WJ 

ciiti ooxictii, ^ g a g n it s fc t fc 0 7 7 *^^777-^*0x1, g m 

MA l 0 % D M S O t L (ft £ 1 OXT'^SSg^igfJboft), Ltl%77t^f 
U-hfc/ja^SitfStLfco 7 7-b^7b-httslig-c T -2B#p E gY>' + a^-hL, 7 -5 -y 
7 V-C >7n^-^ (Wal lac M icrobe t a) f* *s y =f- V - 1/ a > A 7 > 7 - fc T It ffl L fc ( 1 
7j-/7x;1/) 0 
[0137] 

S ( I ) V m $ n 5 ft ® IS 1 0/iM«)*|OI C j o |?|t§, 

* # m fc . * ffi m 2 tt p I C 5 o = 7 . 1 V & K> , * ft 0(1 3 tt p I C 5 0 = 6 . 6 *£? $> 5 
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A 6 1 P 


27/02 


A 6 1 P 


27/14 


(2006.01) 


A 6 1 P 


17/14 


A 6 1 P 


1/04 


(2006.01) 


A 6 1 P 


27/14 


A 6 1 P 


25/06 


(2006.01) 


A 6 1 P 


1/04 


A 6 1 P 


25/28 


(2006.01) 


A 6 1 P 


25/06 


A 6 1 P 


21/02 


(2006.01) 


A 6 1 P 


25/28 


A 6 1 P 


21/00 


(2006.01) 


A 6 1 P 


21/02 


A 6 1 P 


31/18 


(2006.01) 


A 6 1 P 


21/00 


A 6 1 P 


25/14 


(2006.01) 


A 6 1 P 


31/18 


A 6 1 P 


7/04 


(2006.01) 


A 6 1 P 


25/14 


A 6 1 P 


25/02 


(2006.01) 


A 6 1 P 


7 7 04 


A 6 1 P 


21/04 


(2006.01) 


A 6 1 P 


25/02 


A 6 1 P 


35/00 


(2006. 01) 


A 6 1 P 


21/04 


A 6 1 P 


25/08 


(2006.01) 


A 6 1 P 


35/00 


A 6 1 P 


9/10 


(2006. 01) 


A 6 1 P 


25/08 


A 6 1 P 


5/14 


(2006.01) 


A 6 1 P 


9.710 


A 6 1 P 


3/10 


(2006.01) 


A 6 1 P 


5/14 


A 6 1 P 


5/48 


(2006.01) 


A 6 1 P 


3/10 


A 6 1 P 


13/12 


(2006.01) 


A 6 I P 


5/48 


A 6 1 P 


31/08 


(2006.01) 


A 6 1 P 


13/12 


A 6 1 P 


31/04 


(2006.01) 


A 6 1 P 


31/08 


A 6 1 P 


1/16 


(2006.01) 


A 6 1 P 


31/04 


A 6 1 P 


31/12 


(2006.01) 


A 6 1 P 


9/10 


A 6 1 P 


37/06 


(2006.01) 


A 6 1 P 


1/16 


A6 1 P 


31/16 


(2006.01) 


A 6 1 P 


31/12 


A6 IP 


31/20 


(2006.01) 


A 6 1 P 


37/06 


A 6 1 P 


3/14 


(2006.01) 


A 6 1 P 


31/16 


A6 1 P 


25/04 


(2006.01) 


A 6 1 P 


31/20 


A6 1 P 


19/06 


(2006.01) 


A 6 1 P 


3/14 



0 1 



1 0 1 
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A 6 1 P 


35/02 


(2006.01) 


A 6 1 P 


25/04 


A6 1 P 


31/10 


(2006.01) 


A 6 1 P 


19/06 


A6 IP 


1/02 


(2006.01) 


A 6 1 P 


35/02 


A 6 1 P 


3/04 


(2006.01) 


A 6 1 P 


31/10 


A6 1 P 


1/18 


(2006.01) 


A 6 1 P 


1/02 


A6 1 P 


13/10 


(2006.01) 


A6 1 P 


3/04 


A6 1 P 


13/02 


(2006.01) 


A 6 1 P 


1/18 


A6 IP 


13/08 


(2006.01) 


A6 1 P 


13/10 


A6 1 P 


15/00 


(2006.01) 


A 6 1 P 


13/02 


A6 1 P 


15/02 


(2006.01) 


A 6 1 P 


13/08 


A 6 1 P 


15/10 


(2006.01) 


A 6 1 P 


15/00 


A 6 1 P 


35/04 


(2006.01) 


A 6 1 P 


15/02 


A 6 IP 


43/00 


(2006.01) 


A 6 1 P 


15/10 








A 6 1 P 


35/04 








A 6 I P 


43/00 








A 6 1 P 


43/00 
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